On the basis of the R4 version of the IARC p53 database, performed an additional comparison of G→T transversion mutation frequencies in lung cancer of smokers and non-smokers. They found frequencies of 29 and 10% for G→T transversions in lung cancer of smokers and non-smokers, respectively. This result was statistically significant (P Ͻ 0.0001, χ 2 test). Since the R4 version of the p53 database was not available at the EBI-server (ftp://ftp.ebi.ac.uk/pub/databases/p53/) until mid July 2000, it was not possible to include this version in my analysis, which was submitted to Mutagenesis in May 2000.
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As already reported (Paschke, 2000) , 179 lung cancer entries classified as smokers and 34 classified as non-smokers in R1 (January 1998) were no longer classified for smoking status in the R2 version (July 1998). The R3 version of the database (released in January 1999 and modified in April 1999) again contained correct information on the smoking status of most of these cases as reported in the original publications.
Unfortunately, did not take the opportunity in their reply to my 'Discussion Forum' contribution to disclose the reasons for the systematic changes of smoking status data of more than 200 lung cancer entries in different database versions.
In their reply criticised me for not providing the references for the original publications I took into account for my analysis. However, it was clearly mentioned in my 'Discussion Forum' contribution that all lung cancer entries with the exception of cases listed twice in the database (because of the use of identical study populations in different publications) were included in the analyses. Furthermore, I performed a separate analysis excluding the patients with reported exposure to radon, a known risk factor for lung cancer. Nevertheless, I welcome the fact that , in contrast to their earlier compilation of data (Hernandez-Boussard and Hainaut, 1998) , defined the exclusion criteria used in their current analysis of the p53 database. also criticized my analysis with respect to the specificity of 'hotspot' mutations, which should be at the base and not at the codon level. However, due to the fact that only five non-smoker entries in R3 showed mutations at guanine bases at the 'hotspot' codons 157, 248 and 273, this kind of analysis would have been of limited validity.
Interestingly, a re-analysis of non-smoker data of both the R3 and the current R4 version of the database with respect to guanine mutations at the three 'hotspot' codons and a comparison with the original publications revealed considerable discrepancies with respect to the smoking status data of these entries. The changes concerning all five non-smoker entries listed in R3 with mutated guanine bases at 'hotspots' 157, 248 and 273 are shown in Table I .
Taking these findings as the reason for a preliminary examination of the smoking status data of lung cancer entries listed in R3 and R4, we found that for 100% of ex-smokers and for Ͼ85% of non-smokers listed in R3 no information on smoking status is available in the current R4 version of the p53 database.
Another attempt by to explain the findings of my study on different versions of the IARC p53 database was the redundancy of identical tumours in different publications which were repeatedly included in successive versions of the database. In this connection they cited three publications (Huang et al., 1998a; Miyake et al., 1999; Konishi et al., 2000) concerning 114 mutations in tumours which had already been published in a previous paper by the same group of authors (Huang et al., 1998b) . Although this information can be helpful for users of the current version of the IARC p53 database (R4), the authors overlooked the fact that only mutations in tumours reported in one paper by these authors (Huang et al., 1998b) had been included in the R3 version of the database, which was released in January 1999.
In conclusion, the reason for systematic changes in smoking status data of identical entries listed in different versions of the IARC p53 database remains unclear. Since the current version (R4) also shows considerable discrepancies in the classification of smoking status data in comparison with both the earlier R3 version and the original literature, the results of analyses of this version should also be interpreted with caution.
Careful control of the underlying original publications seems 556 to be absolutely necessary for future studies analysing p53 mutational spectra on the basis of the IARC p53 database to prevent the creation of a novel kind of publication bias. Finally, it is worth mentioning that the study published recently by Rodin and Rodin (2000) , which was also based on the R3 version of the IARC p53 database, confirmed major parts of my analysis (Paschke, 2000) in not finding significant differences between smokers and non-smokers with respect to both the frequency of different types of mutations and the frequency of their occurrence along the p53 gene.
